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Re: Your Grant Application No. 870 




Dear Dr. Nordsiek: 


-S.iV' V&y I reviewed the proposal you sent me for a study on the in- 

heritance of the smoking habit. Unfortunately, while the proposal is by 
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worker well known in this area of research, and is quite ambitious, it 







is presented in a very summary fashion. I can only be skeptical of the 
feasibility of the proposed undertaking, but find very little in the pro- 
posal to help me overcome my skepticism, 
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The question to be investigated, that is the role of genetic .Jy... 

factors in smoking behavior, is one that is reasonable and, in my own 
opinion, very much worth answering. The proposal tells me that Fisher, •. ’Kni. 
and Friberg et al., and others, whose work I do not know, have dbne studies : 'y';y 
on this subject. There is a general methodblogic evaluation of these studies Sv. 
and an interpretation that, "the evidence is suggestive but not conclusive 
and (that) it leaves many questions unanswered". However, there is no 
statement about the specific nature of this evidence and how it relates to 
? the objectives of the proposed work. \ v .. y'£, : 
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' -if- Vf" y^^' r * r • Certainly one of the fundamental elements of the work is the 

; /' ' : specific nature of the model that will be used. What is the hypothetical 

; structure of this model, what assumptions must be made before the collected 

data can be applied to it, and what are the criteria by which the model will 
be judged applicable? These questions are dismissed by a reference to a 
^ . . general textbook. 

It is indicated that certain assumptions, such as equality of 
environmental components for twins, will be assessed after the analysis by 
the test of goodness of fit of the model. This may not be an effective 
..... approach. Some very unreasonable models might appear to fit the data by 

coincidence or because the sample may not have sufficient power to discriminate 
-between different models. The validity of assumptions could be evaluated to 




*g§g^^statement is followed by a listing of the numbers of hypothetically desir- 
able relative pairs that include mother, father, daughter, son, sibs, 
unrelated'males and females, foster parents, and foster children, living 1 ; 
together and living apart; and it is stated that, "something like 1,000 
families should provide enough independent pairs to satisfy the requirements 
of the design". The method for obtaining this sample is indicated 1 as the 
existence of a twin register of about 1,000 pairs of twins. Nothing is 
mentioned about the procedure used in compiling this register. Who are 
these twins, what are their ages, do they represent any definable group, 
what is their distribution by sex and zygosity, is there any evidence at 
all that they will even approximately provide the numbers of "independent 
pairs'* specified in the listing? •. 
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: In the proposal there is no conceptualization of the problem to 

be investigated. It would be reassuring to find some recognition of the; 
idea, that the genetic component of smoking behavior can be entirely - ’ 

suppressed by the environment. It can find expression only if the environ¬ 
ment provides access to tobacco products and continues to permit their usew 
This means that it might be especially useful in these studies to be con¬ 
cerned with economic factors such as income in relation to tax on tobacco; 
social factors, such as esthetic, ethical, or religious persuasions; and 
factors that encourage cessation of smoking, such as health education . 
campaigns'. The action of such factors may in turn be partly genetically 
determined. If the effect of these related factors could' be described and 
isolated in this study and distinguished from other aspects of the genetics 
of smoking behavior, then the study would indeed make a most important 
contribution. However, there is little in the proposal to indicate that the 
study might accomplish any important objectives except that it emanates from 
a group that has been productive in the past. 
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